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[0060] Some of the methods for measuring and calculating cardiac parameters according to 
principles of the present invention are described below. These methods are not an exhaustive 
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Sir: 



This communication is responsive to the Office Action dated September 12, 2006 
for which a three-month period for response was given making this response due on or 
before December 12, 2006. 



Atty Dkt. No.: PRTS-041 
USSN: 10/784,127 



in the specification: 

Please amend paragraph [0001] beginning on page 4 as follows: 

[0001] The present application claims the priority benefit of U.S. Provisional Patent Application 
No. 60/442441 (Attorn e y Docket No. 21308 000800US) , filed Jan. 24, 2003, the full disclosure 
of which is hereby incorporated by reference. The present application is related to U.S. Patent 
Application Nos. : 10/764,125 10/ (Attorn e y Docket No. 21308 00071 OUS) ; and 

10/764,42910/ (Attorney Docket No. 21308 001 11 US) ; both of which are filed 

concurrently with the present application, and both of which are hereby incorporated fully by 
reference. 



2 



Atty Dkt. No.: PRTS-041 
USSN: 10/784,127 



Please replace originally filed Figures 1 to 11 with the enclosed Figures 1 to 11 
which include the phrase "Replacement Sheet" in the top margin of each figure. 
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1 . (Currently Amended) A method for measuring a cardiac performance 
parameter, the method comprising repeating over a series of two or more 
consecutive heart cycles: 

causing a change in at least one of volume and pressure in a heart chamber at a 
selected time during a heart cycle; 

measuring a change in at least one characteristic of the heart chamber which 
occurs in response to the change in at least one of volume and pressure; and 

calculating at least one cardiac performance parameter based on a ratio of the 
measured change in the characteristic to the caused change. 

2. (Original) A method as in claim 1 , wherein causing the change 
comprises introducing a volume of fluid into the heart chamber during diastole. 

3. (Original) A method as in claim 2, wherein introducing the volume of 
fluid comprises releasing the fluid within the heart chamber via one or more apertures in 
a catheter positioned in the chamber. 

4. (Original) A method as in claim 2, wherein introducing the volume of 
fluid comprises inflating an expandable balloon coupled with a catheter positioned in the 
heart chamber. 

5. (Original) A method as in claim 4, wherein inflating the balloon 
comprises: inflating the balloon during systole of the heart; and deflating the balloon 
during diastole of the heart immediately following the systole. 
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6. (Original) A method as in ciaim 4, wherein inflating the balloon 
comprises: inflate the balloon during diastole of the heart; and deflating the balloon 
during systole of the heart immediately following the diastoie. 

7. (Original) A method as in claim 2, wherein introducing the volume of 
fluid comprises: inflating a balloon within the heart chamber during systole; deflating the 
balloon during diastole immediately following the systole; and releasing an amount of 
fluid within the heart chamber during the diastole. 

8. (Original) A method as in claim 7, wherein the balloon is deflated by a 
volume equal to the amount of the released fluid. 

9. (Original) A method as in claim 7, wherein the balloon is deflated by a 
volume greater than the amount of the released fluid. 

10. (Original) A method as in claim 1 , wherein causing the change 
comprises activating a hydrophone at least once during diastole. 

1 1 . (Original) A method as in claim 10, wherein activating comprises 
activating the hydrophone at a frequency of about 200 Hz. 

12. (Original) A method as in claim 10, wherein activating comprises 
activating the hydrophone at a frequency of about 500 Hz. 

13. (Original) A method as in claim 10, wherein activating comprises 
activating the hydrophone at a frequency of about 1000 Hz. 

14. (Original) A method as in claim 1, wherein causing the change 
comprises inducing a paroxysmal ventricular contraction. 
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15. (Original) A method as in claim 14, wherein the paroxysmal ventricular 
contraction is induced by electrical stimulation. 

16. (Original) A method as in claim 1, further comprising measuring the 
heart cycle using an electrocardiogram device, wherein the selected time during the 
heart cycle is selected using the electrocardiogram measurement. 

1 7. (Original) A method as in claim 1 , further comprising measuring the 
heart cycle using at least one sensor on a catheter positioned in the heart chamber, 
wherein the selected time during the heart cycle is selected using the sensor 
measurement. 

18. (Original) A method as in claim 1, wherein the change in the cardiac 
characteristic is measured immediately after causing a change in at least one of volume 
and pressure. 

19. (Original) A method as in claim 1, wherein the change in the cardiac 
characteristic is measured during at least a portion of the heart cycle after the change in 
at least one of the volume and pressure. 

20. (Cancelled) 

21 . (Original) A method as in claim 1 , wherein measuring the change 
comprises measuring a change in at least one pressure within the heart chamber. 

22. (Original) A method as in claim 21 , wherein measuring the change in 
pressure comprises measuring a change in end-diastolic pressure and a change in end- 
systolic pressure. 
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23. (Original) A method as in claim 22, wherein calculating the at least one 
parameter comprises calculating a cardiac pressure gain, comprising: calculating a first 
difference between a first end-systolic pressure and a second end-systolic pressure; 
calculating a second difference between a first end-diastolic pressure and a second 
end-diastolic pressure; and dividing the first difference by the second difference. 

24. (Original) A method as in. claim 23, further comprising providing at 
least one of the end-diastolic pressures, the end-systolic pressures and the cardiac 
pressure gain for display on a display device. 

25. (Original) A method as in claim 24, wherein the providing step 
comprises providing data in the form of a plot, with at least one end-diastolic pressure 
on one axis of the plot and at least one end-systolic pressure on a perpendicular axis of 
the plot. 

26. (Original) A method as in claim 21 , wherein measuring the change 
comprises measuring a change in left ventricular end-diastolic pressure and a change in 
left ventricular end-systolic pressure. 

27. (Original) A method as in claim 1 , wherein measuring the change 
comprises measuring a change in at least one volume within the heart chamber. 

28. (Original) A method as in claim 27, wherein measuring the change 
comprises measuring a change in end-diastolic volume and a change in end-systolic 
volume. 

29. (Original) A method as in claim 28, wherein calculating the at least one 
parameter comprises calculating a volume reserve comprising: calculating a first 
difference between a first end-systolic volume and a second end-systolic volume; 
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calculating a second difference between a first end-diastolic volume and a second end- 
diastolic volume; and dividing the first difference by the second difference. 

30. (Original) A method as in claim 29, further comprising providing at 
least one of the end-diastolic volumes, the end-systolic volumes and the voiume reserve 
for display on a display device. 

31 . (Original) A method as in claim 30, wherein the providing step 
comprises providing data in the form of a plot, with at least one end-diastolic volume on 
one axis of the plot and at least one end-systolic volume on a perpendicular axis of the 
plot. 

32. (Original) A method as in claim 28, wherein measuring the change 
comprises measuring a change in a left ventricular end-diastolic volume and a change 
in a left ventricular end-systolic volume. 

33. (Original) A method as in claim 1, wherein measuring the change 
comprises measuring a change in at least one pressure and a change in at least one 
volume within the heart chamber. 

34. (Original) A method as in claim 33, wherein measuring the change 
comprises measuring a change in end-diastolic volume and a change in end-diastolic 
pressure. 

35. (Original) A method as in claim 34, further comprising providing 
pressure and volume data as a plot, with at least one volume on one axis of the plot and 
at least one volume on a perpendicular axis of the plot. 

36. (Original) A method as in claim 34, wherein calculating the at least one 
parameter comprises calculating a lusitropic stiffness of the heart chamber, comprising: 
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calculating a first difference between a second end-diastolic pressure and a first end- 
diastolic pressure; calculating a second difference between a second end-diastolic 
volume and a first end-diastolic volume; and dividing the first difference by the second 
difference. 

37. (Original) A method as in ciaim 36, further comprising providing at 
least one of the volumes, the pressures and the lusitropic stiffness for display on a 
display device. 

38. (Original) A method as in claim 34, wherein calculating the at least one 
parameter comprises calculating a lusitropic compliance of the heart chamber, 
comprising: calculating a first difference between a second end-diastolic volume and a 
first end-diastolic volume; calculating a second difference between a second end- 
diastolic pressure and a first end-diastolic pressure; and dividing the first difference by 
the second difference. 

39. (Original) A method as in claim 38, further comprising providing at 
least one of the volumes, the pressures and the lusitropic compliance for display on a 
display device. 

40. (Original) A method as in claim 33, wherein measuring the change 
comprises measuring a change in end-systolic volume and a change in end-systolic 
pressure. 

41 . (Original) A method as in claim 40, further comprising providing 
volume and pressure data as a plot, with at least one volume on one axis of the plot and 
at least one volume on a perpendicular axis of the plot. 

42. (Original) A method as in claim 40, wherein calculating the at least one 
parameter comprises calculating an inotropic stiffness of the heart chamber, comprising: 
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calculating a first difference between a second end-systolic pressure and a first end- 
systolic pressure; calculating a second difference between a second end-systolic 
volume and a first end-systolic volume; and dividing the first difference by the second 
difference. 

43. (Original) A method as in claim 42, further comprising providing at 
least one of the volumes, the pressures and the inotropic stiffness for display on a 
display device. 

44. (Original) A method as in claim 40, wherein calculating the at least one 
parameter comprises calculating an inotropic compliance of the heart chamber, 
comprising: calculating a first difference between a second end-systolic volume and a 
first end-systolic volume; calculating a second difference between a second end-systolic 
pressure and a first end-systolic pressure; and dividing the first difference by the second 
difference. 

45. (Original) A method as in claim 44, further comprising providing at 
least one of the volumes, the pressures and the inotropic compliance for display on a 
display device. 

46. (Original) A method as in claim 33, wherein the measuring and 
calculating steps comprise: continuously measuring a pressure and volume in the heart 
chamber during a heart cycle; calculating a first integral of the pressure as a function of 
volume as the volume increases due to expansion of the ventricle; calculating a second 
integral of the pressure as a function of volume as the volume decreases due to 
contraction of the ventricle; and calculating a myocardial work of the heart chamber by 
subtracting the second integral from the first integral. 

47. (Original) A method as in claim 33, wherein the measuring and 
calculating steps comprise: continuously measuring a pressure and volume in the heart 
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chamber during a heart cycle; calculating a first integral of the product of the pressure 
and the volume as the volume increases due to expansion of the ventricle; calculating a 
second integral of the product of the pressure and the volume as the volume decreases 
due to contraction of the ventricle; and calculating a first moment of myocardial work of 
the heart chamber by subtracting the second integral from the first integral. 

48. (Original) A method as in claim 46, further comprising: calculating a 
body surface are; and calculating a myocardial work index by dividing the myocardial 
work by the body surface area. 

49. (Original) A method as in claim 46, further comprising: calculating a 
stroke ejection period by calculating the time when the velocity in the aorta begins to 
increase from zero to the time when the velocity in the aorta first returns to zero; and 
calculating a myocardial power by dividing the myocardial work by the stroke ejection 
period. 

50. (Original) A method as in claim 49, further comprising calculating a 
body surface area; and calculating a myocardial power index by dividing myocardial 
power by body surface area. 

51 . (Original) A method as in claim 49, further comprising calculating a 
stroke volume; and calculating a myocardial power requirement parameter by dividing 
myocardial power by stroke volume. 

52. (Original) A method as in claim 46, further comprising: calculating a 
first myocardial work for the first heart cycle; changing the end-diastolic volume and 
pressure; calculating a second myocardial work for a second heart cycle; measuring a 
first end-diastolic pressure for the first heart cycle and a second end-diastolic pressure 
for the second heart cycle; and calculating a myocardial reserve by dividing a difference 
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between the second and first myocardial works by a difference between the second and 
the first end-diastolic pressures. 

53. (Original) A method as in claim 52, further comprising: calculating a 
body surface area; and calculating a myocardial reserve index by dividing the 
myocardial reserve by the body surface area. 

54. (Original) A method as in claim 46, wherein the myocardial work is 
calculated for a left ventricle of a heart. 

55. (Original) A method as in claim 46, wherein the myocardial work is 
calculated for a right ventricle of a heart. 

56. (Original) A method as in claim 46, further comprising: calculating a 
first myocardial power for the first heart cycle; changing the end-diastolic volume and 
pressure; calculating a second myocardial power for a second heart cycle; measuring a 
first end-diastolic pressure for the first heart cycle and a second end-diastolic pressure 
for the second heart cycle; and calculating a myocardial power reserve by dividing a 
difference between the second and first myocardial powers by a difference between the 
second and the first end-diastolic pressures. 

57. (Original) A method as in claim 56, further comprising: calculating a 
body surface area; and calculating a myocardial power reserve index by dividing the 
myocardial power reserve by the body surface area. 

58. (Original) A method as in claim 1, further comprising: measuring a 
change in at least one flow rate of blood flowing out of the heart chamber which occurs 
in response to the volume and/or pressure change; and calculating at least one flow- 
related parameter of the heart chamber based on a ratio of the measured change in the 
flow rate to the volume and/or pressure change. 
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59. (Original) A method as in claim 58, wherein measuring the change in 
the flow rate comprises measuring at least one flow rate in an aorta. 

60. (Original) A method as in claim 58, wherein measuring the change in 
the flow rate comprises measuring at least one flow rate in at least one pulmonary 
artery. 

61 . (Original) A method as in claim 58, wherein calculating the flow-related 
parameter comprises calculating at least one stroke volume of a heart from which the 
flow rate is measured, the method further comprising: estimating a cardiac output for the 
heart; measuring a rate of the heart; calculating a first ratio by dividing the estimated 
cardiac output by the heart rate; calculating a first integral of the flow rate over a number 
of heart cycles; calculating a second ratio by dividing the integral by the number of heart 
cycles; calculating a scaling factor by dividing the first ratio by the second ratio; 
calculating a second integral of the flow rate over a selected heart cycle; and calculating 
the stroke volume by multiplying the second integral by the scaling factor. 

62. (Original) A method as in claim 61 , further comprising: measuring a 
body surface area; and calculating a stroke volume index by dividing the stroke volume 
by the body surface area. 

63. (Original) A method as in claim 61 , wherein the cardiac output is 
estimated using at least one of Fick's method and a dilution method. 

64. (Original) A method as in claim 61 , further comprising determining a 
calculated cardiac output by dividing the stroke volume by a time of duration of one of 
the heart cycles. 
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65. (Original) A method as in claim 64, further comprising: measuring a 
body surface area; and calculating a cardiac index by dividing the calculated cardiac 
output by the body surface area. 

66. (Original) A method as in claim 64, further comprising: determining a 
first calculated cardiac output and a second calculated cardiac output for first and 
second heart cycles; measuring first end-diastolic pressure and a second end-diastolic 
pressure for the first and second heart cycles; and calculating a cardiac reserve by 
dividing a difference between the second and first calculated cardiac outputs by a 
difference between the second and first end-diastolic pressures. 

67. (Original) A method as in claim 66, further comprising: measuring a 
body surface area; and calculating a cardiac reserve index by dividing the calculated 
cardiac reserve by the body surface area. 

68. (Original) • A method as in claim 61 , further comprising: calculating a 
first stroke volume and a second stroke volume for first and second cardiac cycles; 
measuring first end-diastolic pressure and a second end-diastolic pressure for the first 
and second heart cycles; and calculating a stroke reserve by dividing a difference 
between the second and first calculated stroke volumes by a difference between the 
second and first end-diastolic pressures. 

69. (Original) A method as in claim 68, further comprising: measuring a 
body surface area; and calculating a stroke reserve index by dividing the calculated 
stroke reserve by the body surface area. 

70. (Original) A method as in claim 61 , further comprising: measuring an 
average systolic pressure in at least one outflow artery adjacent the heart; measuring 
an average diastolic pressure in the heart chamber; calculating a difference between 
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the average systolic pressure and the average diastolic pressure; and calculating a 
stroke work by multiplying the difference by the stroke volume. 

71 . (Original) A method as in claim 70, further comprising: measuring a 
body surface area; and calculating a stroke work index by dividing the calculated stroke 
work by the body surface area. 

72. (Original) A method as in claim 70, further comprising: calculating a 
first stroke work and a second stroke work for first and second cardiac cycles; 
measuring first end-diastolic pressure and a second end-diastolic pressure for the first 
and second heart cycles; and calculating a stroke work reserve by dividing a difference 
between the second and first calculated stroke works by a difference between the 
second and first end-diastolic pressures. 

73. (Original) A method as in claim 72, further comprising: measuring a 
body surface area; and calculating a stroke work reserve index by dividing the 
calculated stroke work reserve by the body surface area. 

74. (Original) A method as in claim 70, wherein the at least one outflow 
artery comprises an aorta. 

75. (Original) A method as in claim 70, wherein the at least one outflow 
artery comprises at least one pulmonary artery. 

76. (Original) A method as in claims 46 and 70, further comprising 
calculating a cardiac efficiency by dividing the stroke work by the myocardial work. 

77. (Original) A method as in claim 61 , further comprising: calculating a 
first stroke volume and a second stroke volume for first and second cardiac cycles; 
measuring first end-diastolic volume and a second end-diastolic volume for the first and 
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second heart cycles; and calculating a cardiac amplification by dividing a difference 
between the second and first calculated stroke volumes by a difference between the 
second and first end-diastolic volumes. 

78. (Original) A method as in claim 61 , further comprising calculating a first 
difference between a second product of volume and pressure and a first product of 
volume and pressure, said second volume and pressure measured shortly after the first; 
calculating a determination of the incremental stroke volume which is the product of the 
scaling factor and the integral of the velocity in the proximal artery between the first and 
second times; calculating the period of time between the first measurement and the 
second; calculating a third product between the incremental stroke volume and the 
period of time; and calculating an ejection contractility parameter by dividing the first 
difference by the third product. 

Claims 79 - 87 (Cancelled) 
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REMARKS 

In view of the following remarks, the Examiner is requested to allow Claims 1-19 
and 21-78, the only claims pending and under examination in this application after entry 
of the above amendments. 

The specification has been amended to include serial numbers of the referenced 
applications in paragraph 1, In addition, replacement figures 1 to 11 are enclosed with 
this response. Finally, Claim 1 has been amended to incorporate the limitation of Claim 
20, and Claim 20 has correspondingly been cancelled. As no new matter has been 
added by way of these amendments, entry thereof by the Examiner is respectfully 
requested. 

As an initial matter, the Examiner is thanked for acknowledging the patentability 
of Claims 20, 46-57 and 61-78. 

It is believed that the above amendment to the specification overcomes the issue 
with respect to paragraph 1 raised by the Examiner. 

In addition, the enclosed replacement sheets of Figs. 1 to 1 1 address the issue 
with respect to the Drawings as raised by the Examiner. 

Claim Rejections - 35 U.S.C. § 102 

Claims 1-9, 14-19, 21-25 and 27-35 were rejected under 35 U.S.C. § 102(b) as 
being anticipated by Orth. Claim 1 has been amended to incorporate the elements of 
Claim 20, which the Examiner has found to be allowable. In view of this amendment, 
this rejection may be withdrawn. 
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= C. § 103 

Claims 10-13, 58-60 and 78-87 have been rejected under 35 U.S.C. § 103(a) as 
allegedly being unpatentable over Orth in view of Sekins. 

Claim 1 has been amended to incorporate the elements of Claim 20, which the 
Examiner has found to be allowable. Claims 10-13, 58-60 and 78-87 all ultimately 
depend from Claim 1, As such, this rejection may be withdrawn. 
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Applicants submit that ail of the claims are in condition for allowance, which 
action is requested. If the Examiner finds that a telephone conference would expedite 
the prosecution of this application, please telephone the undersigned at the number 
provided. 

The Commissioner is hereby authorized to charge any underpayment of fees 
associated with this communication, including any necessary fees for extensions of 
time, or credit any overpayment to Deposit Account No. 50-081 5, order number PRTS- 



Encs: 

• Replacement Sheets Figures 1 to 1 1 



BOZICEVIC, FIELD & FRANCIS LLP 
1900 University Avenue, Suite 200 
East Palo Alto, California 94303 
Telephone: (650) 327-3400 
Facsimile: (650) 327-3231 



F:\DOCUMENT\prts\041\Resp OA of 9-12-06.doc 



041. 



Respectfully submitted, 



BOZICEVIC, FIELD & FRANCIS LLP 



Date: September 20, 2006 
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